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JPO and INPIT are not responsible for any 
damages caused by the use of this translation. 

1. This document has been translated by computer. So the translation may not 
reflect the original precisely. 

2. **** shows the word which can not be translated. 
3. In the drawings, any words are not translated. 



DETAILED DESCRIPTION 



[Detailed Description of the Invention] ' . 
[0001] 

iField of the Invention] 

This invention relates to the oral medicinal preparation which contains one 
alkali salt of the independent enantiomer of one or omeprazole of the alkali salt 

of unstable and K^-ATPase inhibitor omeprazole and omeprazole, and its 
independent enantiomer in acid. In the following statements, these compounds are 
called omeprazole. Pharmaceutical preparation is dosage forms of the many units 
which have an enteric coating laminated unit of omeprazole. In details, a unit 
has more the core material which contains omeprazole as one or more mixtures of 
the excipient which can be permitted by a case on medicine manufacture like the 
binding material as a mixture with an alkaline reaction nature substance and a 
bulking agent, and/or disintegrator. Each unit has a detached core for separating 
an enteric coating layer from core material again. A detached core contains a 
medicine excipient by the hydroxypropylcellulose (HPC) which has specific 
character, and a case. The character of HPC is defined more as details by having 
a specific point becoming cloudy. 

[0002] ■ " - " 

This invention relates to use^ of HPC of the specific character in manufacture of 
the medicinal preparation containing omeprazole, and use of such medicinal 
medicinal preparation again, 

[0003] 

[Background of the Invention] 

The alkali salt of omeprazole, its alkali salt, the independent enantiomer of 
omeprazole, and the independent enantiomer of omeprazole and all the compounds 
henceforth called omeprazole are used for the therapy of a. gastric acid-related 
disease. The salt which can be permitted on omeprazole and medicine manufacture 
is indicated to EP5129, and some specific alkali salt of omeprazole is indicated 
to EP124495 and W095/01977. The specific salt of the independent enantiomer of 
omeprazole and its preparation are indicated to W094/27988. 
[0004] • . ■ 

It is known that omeprazole is useful, although the gastric-acid secretion of the 
mammals and Homo sapiens is controlled by generally controlling secretion of 
gastric acid in the culmination of an acid secretory pathway. That is, in a more 
general meaning, it may be used for prevention of the gastric acid associated 
diseases in the mammals and Homo sapiens who include the flowing-back nature 
esophagitis, gastritis, the duodenitis, a gastric ulcer, and a duodenal ulcer, 
and a therapy. For example, gastric acid depressant action is desired, in the 
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esophagus flowing-back nature disease patient of signs nature in a nonulcer 
dyspepsia patient again for the therapy of other gastrointestinal diseases, 
moreover — setting. to the patient of acute upper gastrointestinal tract 
hemorrhage in the patient who is in an intensive care situation — before an 
operation — it may use for after the operation for the prevention of a stress 
ulcer for suction prevention of gastric acid, and a therapy. In the therapy of 
psoriasis, it may be used in the therapy of the disease relevant to Helicobacter 
infection and this again in the therapy or prevention of the mammals of 
inflammation condition including Homo sapiens. 
[0005] 

However, omeprazole tends to cause decomposition or conversion in an acid and 
neutral medium. The catalyst of the decomposition is carried out with an acidic 
compound, and it stabilizes in a mixture with an alkali compound. The chemical 
stability of omeprazole receives the influence by moisture, heat, and an organic 
solvent according [ a certain grade ] to light again. 
[0006] 

As for the oral solid dosage forms which contain omeprazole for the feature about 
the chemical stability of omeprazole, it is clear that it must protect from 
contact with acid gastric juice. pH is neutral vicinity, and omeprazole also 
needs to be changed into the undamaged .gestalt until it results in the portion of 
the gastrointestinal tract to which rapid absorption may take place. 
[0007] 

The medicine oral dosage forms of omeprazole are best protected from contact with 
acid gastric juice by the enteric coating layer. For example, EP247983 has 
indicated the enteric coated preparation of omeprazole. Such pharmaceutical 
preparation contains omeprazole with alkali salt, or contains omeprazole with the 
gestalt of the core unit which contains the alkali salt of omeprazole with alkali 
salt by a case, and the core unit is laminated by the detached core and the 
enteric coating layer. To W096/01623, the tablet-ized dosage forms of the many 
units containing omeprazole are indicated. 
[0008] 

The tablet pharmaceutical preparation indicated to the oral pharmaceutical 
preparation, and W096/01623 which are indicated to EP247983, It is an example of 
the enteric coating lamination pharmaceutical preparation which has or has a 
detached core for separating an acid enteric coating substance from omeprazole 
which is an acid susceptibility substance by a case. HPC is used into the layer 
which separates cord material from enteric coating in the indicated 
pharmaceutical preparation. All the ingredients used into medicine preparation 
things must satisfy a strict standard, for example, the conditions indicated to 
the pharmacopeia, including the character of HPC. 
[0009] 

The releasing speed of omeprazole from the dosage forms of drugs influences the 
total amount of absorption of omeprazole to a general circulation system (1985; 
Pilbrant and Cederberg, Scand. J. Gastroenterology). 20 (suppL 108) p. 113-120. 
Therefore, the limit of the releasing speed of omeprazole from medicinal 
preparation is specified in the sales license form of a product. Discharge of 
omeprazole is influenced by the both sides of the chemical stability of an active 
substance, and the discharge stability of medicinal preparation. Pharmaceutical 
preparation will have the reserve time which cannot permit drugs when unstable in 
the point of a releasing speed, namely, the use term of validity of a product is 
too short. 



[0010] 

When various batches of HPC which meet all the standards of a pharmacopeia also 
unexpectedly this time were used as a material for the detached core in the 
medicinal preparation containing omeprazole, it discovered that various temporal 
releasing speeds were obtained. That is, the reserve time of medicinal 
preparation -may be nonpermissible. One of the interesting parameters about the 
influence of HPC to discharge stability is the water solubility. 
[0011] 

The water solubility of HPC falls with a rise in heat according to separation of 
a polymer phase. This is observed as nebula-izing of a polymer solution, when 
raising temperature. The point becoming cloudy is a temperature from which 
separation of this polymer phase arises. The point becoming cloudy is searched 
for by measuring the light transmittance of a polymer solution. The light 
transmittance of the specific system. which the polymer is dissolving, i.e., the 
transparent polymer solution which is not cloudy, is defined as 100% of light 
transmittance. In this application, the light transmittance of the specific 
system at the time of using the commercial apparatus made from Mettler defines 
the point becoming cloudy as a temperature which is 96%. About other systems and 
apparatus of the point, becoming cloudy, another light transmittance is specified 
to each system. 
[0012] 

One problem avoidable by use of HPC of new pharmaceutical preparation and 
specific character is a point which can extend the retention period of dosage 
forms and can be guaranteed. It is convenient that specify and check the 
character of HPC from an economic viewpoint, and this holds the long term of 
validity of dosage forms. 
[0013] 

[Summary of Invention] 

It is a solution and ** that HPC of the character in which the point defined as a 
temperature from which the light transmittance of the specific system measured by 
the FP90/FP81C opportunity of Mettler will be 96% becoming cloudy is not less 
than 38 ** is desirable in the enteric coating lamination medicinal preparation 
containing omeprazole. HPC has not less than 40 ** of not less than 41 ** points 
becoming cloudy more preferably. When using another equipments for measurement, 
the point becoming cloudy is specified in another term. The maximum of the point 
becoming cloudy does not need to specify this rather than is [ therefore ] 
important. 
[0014] 

HPC is used as an ingredient of the detached core which separates the core 
material containing omeprazole from an enteric coating layer. The character of 
HPC defined in this invention is desirable in order to satisfy the standard about 
releasing speed stability, and it is desirable that it is suitable for the 
internal use gestalt containing omeprazole. 
[0015] ' 
[A detailed description of a drawing] 

Drawing 1 is two graphs which show two different dosage forms based on HPC of two 
kinds of character which named it A type and B type. The graph shows the 
omeprazole emitted under 40 ** and the acceleration condition of 75% of relative 
humidity from dosage forms three months and after saving for six months. HPC of 
two kinds of character is used as an ingredient of the detached core indicated in 
the Example 2 mentioned later. In the case of the detached core containing A type 
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temporal releasing speed of omeprazole is almost equivalent to the newly 

manufactured product. 

[0016] 

Drawing 2 is two graphs which show HPC of two kinds of character which named it A 
type and B type. The graph shows measurement of the point of HPC of two kinds of 
character used as an ingredient of the detached core indicated in the Examples 
1-3 mentioned later becoming cloudy. ■ 
[0017] 

Drawing 3 a and drawing 3 b are graphs which show two different dosage forms 
based on HPC of two kinds of character which named it A type and B type. Drawing 
3 a shows discharge "of omeprazole from the dosage forms containing A type HPC, 
i.e., a standard contrast article. Drawing 3 b shows discharge of omeprazole from 
the dosage forms containing B type HPC, i.e., the dosage forms of this invention. 
HPC of two sorts of character is used as an ingredient of the detached core 
indicated in the Example 1 mentioned later. [0018] 
[A detailed description of an invention] 

core material the salt which can be permitted on medicine manufacture [ like the 
alkali salt chosen from the group which consists of a salt of Mg , Ca , Na , . 

and preferably ] ..whose omeprazole .of the formula la is — medicine is more 

2+ 

preferably manufactured in an oral composition with the gestalt of a Mg salt. 
One alkali salt of an enantiomer in which omeprazole of one or omeprazole of the 
independent enantiomer of omeprazole is independent again, especially — the 
alkali salt of (-) -enantiomer of omeprazole — it may be more preferably used 

with the gestalt of the Mg^"^ salt of (-) -enantiomer of omeprazole. 
[Formula 1] 



(ia) 




[0019] :•■ 

According to various principles, the core material of each enteric coating 
lamination pellet can be composed in EP247983, and W096/01623 which are included, 
in this specification by reference, for example as a statement, and can be 
manufactured to it. For example, omeprazole is mixed with one or more sorts of 
medicinal components in order to acquire desirable handling nature and working 
characteristic for the suitable concentration of omeprazole in OK and a final 
mixture. A drugs ingredient like the additive agent which can be permitted on a 
bulking agent, a binding material, lubricant, disintegrator, a surface-active 
agent, and other medicine manufacture can be used. 
[0020] 

Preferably, after mixing with an alkali compound by a case, it mixes with the 
suitable ingredient containing a binding material, and omeprazole is prepared to 
core material. Such core material may be manufactured an extrusion method / the 
spheroidizing method, a ball-ized method or compression, and by using various 
processing devices. The prepared core material may be smaller than about 2 mm. 



Furthermore the manufactured core material contains an active substance by a 
case, it can laminate of another ingredient and/or it can perform another 
processing. 
[0021] 

Or it can be used as^ core material for processing further the inactive seed (an 
active substance iS;.mixed with an alkali compound by the case) laminated with the 
active substance. The seed laminated, with an active substance various oxide, 
cellulose, organic polymer, and other, materials Seed of the insoluble in water 
nature which independent or is contained as. a mixture, Or he can be the water- 
soluble seed who is- independent or contains as a mixture about various mineral, 
salt, sugars, nonpareil (non-pareils) , and other substances. 
[0022] 

For example, before laminating seed using a granulation device, or spraying 
coating. / laminating device, omeprazole is mixed with other ingredients by the 
binding material and a case. A binding material, a surface-active agent, a 
bulking agent, disintegrator, an alkali additive agent, or the ingredient of such 
other ingredients that can be permitted on other medicine manufacture can be 
independent, or they can. be mixtures, 
[0023] ; 

A binding material is a substance which can be permitted on other medicine 
manufacture which has hydroxypropylmethylcellulose, hydroxypropylcellulose, 
microcrystalline cellulose and cellulose like carboxymethylcellulose sodium, a 
polyvinyl pyrrolidone, sugars, starch, and cohesiveness. A suitable surface- 
active agent is chosen from the group of the surface-active agent of nonionic or 
ionicity which can be permitted on medicine manufacture, for example, is sodium 
lauryl sulfate.- . 
[0024] 

An active substance may be mixed with the substance which can be permitted on 
alkaline medicine manufacture again. Sodium of inorganic or organic weak acid 
with phosphoric acid, carboxylic acid, citrate, or others suitable for such a 
substance, Potassium, calcium, magnesium, and the salt; aluminium hydroxide / 
sodium bicarbonate coprecipitation neutralized precipitate of aluminum; Aluminum, 
The substance by which normal use is carried out with antacid like hydroxide of 
calcium and magnesium; Magnesium oxide or its quality of a composite, For 
example, aluminum203. 6MgO. CO2. I2H2O, Mggaluminum2 (OH) 15CO3. 4H2O, 

MgO.aluminum2O3.2SiO2.nH2O or a similar compound; pH buffer substance of organic 

nature, For example, although chosen from a substance like pH buffer substance 

which can be permitted on trihydroxy methylamino methane, basic amino acid and 

its salt, or other same medicine manufacture, it is not limited to these. 

Or the above-mentioned core material can also be prepared using spray drying or a 

spraying clotting process. 

[0025] 

Detached core The core material containing omeprazole must be separated from the 
enteric coating polymer which has a carboxyl group of the isolation which brings 
about decomposition/discoloration of omeprazole during a coating process or 
preservation according to EP247983. 

According to this invention, a detached core contains HPC of specific character. 
When HPC of this specific character is preferably measured with the equipments of 
Mettler, the point becoming cloudy is at least 38 **. The point becoming cloudy 
is measured in the mixed disodium hydrogen-phosphate buffer solution 0. 086M mixed 
by the ratio of 7:3, and the chloride 0. IM. The mixed solution used for 



measurement of the point becoming cloudy has pH of 6. 75-6. 85. The concentration 
of HPC in a mixed solution is 1.0% (w/w) with Mettler equipments. The section of 
the experiment mentioned later indicates the more detailed information about the 
presentation of a mixed solution. Preferably, HPC has hypoviscosity, for example, 
is less than 400 mPas in 25 ** 5% (w/w) solution. 
[0026] 

Or the character of HPC is the method of correlating with the above-mentioned 
method, and may be measured, for example by NIR spectrophotometric measurement. 
A detached core may. be made to contain an additive agent, for example, a 
plasticizer, a coloring agent, paints, a bulking agent, an anti-binder, a buffer 
and antistat, for example, magnesium stearate, a titanium dioxide, talc, and 
other additive agents. 
[0027] 

Enteric coating layer One or more enteric coating layers are applied on the core 
material covered with the detached core using the suitable coating method. The 
material of an enteric coating layer may distribute or dissolve into water or a 
suitable organic solvent. The polymer shown below as a polymer of an enteric 
coating layer, for example, ^methacrylic acid copolymer, Cellulose acetate 
phthalate, cellulose acetate butylate, Hydroxypropylmethylcellulose phthalate, 
hydroxypropylmethylcellulose acetate succinate, one or more of the solution of 
polyvinyl acetate phthalate, cellulose acetate trimellitate, carboxy methyl ethyl 
cellulose, a shellac, or other suitable enteric coating layer polymers, or the 
dispersion liquid — it can be used, being able to be independent or combining. 
The coating process of aquosity [ reason / environmental ] is preferred. In such 
a water coating process, a methacrylic acid copolymer is the most preferred. 
[0028] 

An enteric coating layer may contain the plasticizer which can be permitted on 
medicine manufacture, in order to acquire the flexibility of an enteric coating 
layer, and the mechanical property of a request like hardness. Although such a 
plasticizer can illustrate a triacetin, citrate, phthalic ester, dibutyl 
sebacate, cetyl alcohol, a polyethylene glycol, polysorbate, or other 
plasticizers, it is not limited to these. In relation with the quantity to which 
the selected enteric coating layer polymer, the selected plasticizer, and this 
polymer are applied, the quantity of a plasticizer is optimized about the formula 
of each enteric coating layer. An enteric coating layer may be made to also 
contain a dispersing agent, a coloring agent, paints, a polymer (ethyl acrylate, 
methyl methacrylate) , for example, poly, an anti-binder, and an additive agent 
like a defoaming agent. Thickness is increased, and other compounds may be added 
in order to reduce diffusion of the acid gastric juice to an acid susceptibility 
active substance. 
[0029] 

In order to protect an acid susceptibility active substance, an enteric coating 
layer has a thickness of at least about 10 micrometers preferably. The maximum 
thickness of the enteric coating layer to apply is [ usually only being 
restricted by processing conditions and ]. 

The pellet or unit covered with the enteric coating layer may be further covered 
with one or more over coating layers. An over coating layer by the method of 
coating or lamination, to an enteric coating lamination pellet by a suitable 
device, for example, ' a coating pan, and a coating granulation in a plane. Or it 
is applicable, using water and/or an organic solvent in a fluid bed device for 
lamination. 



The last dosage forms The prepared pellet is good as pharmaceutical preparation 
of the many units which filled up the hard gelatine capsule or were tablet-ized 
by carrying out compression molding with the suitable tablet excipient, and its 
latter is preferred... Although the last dosage forms also include combination with 
a fizz tablet and omeprazole, other active ingredients, for example, 
antimicrobial, NSAID, a movement accelerator, or antacid again, they are not 
limited to these. 
[0031] 

The section example 1 of an experiment: The examination of the multi-unit tablet 
of omeprazole in which the pellet was laminated by various HPC(s) used as an 
ingredient of a detached core (laboratory scale) 

The omeprazole tablet which has the following presentations was prepared 
according to the statement of W096/01623. Spraying lamination was carried out 
with the aqueous suspension of omeprazole magnesium salt and HPMC all over the 
fluid bed at the spherical object of sugars. The detached core was laminated on 
the prepared pellet and enteric coating was carried out after that. It mixed with 
the tablet excipient, compression molding of the pellet by which enteric coating 
was carried out was carried out, and it was considered as the tablet of many 
units. 
[0032] 

The presentation of the examined omeprazole tablet (20-mg concentration) is as 
follows. 

component name formula (mg/dose ) omeprazole magnesium . 20. 6 Glyceryl 
monostearate 1.4: Hydroxypropylcellulose 4.8 Hydroxypropylmethylcellulose 4.6 
magnesium stearates 0. 7 -methacrylic-acid-copolymer C type 27 microcrystalline 
cellulose 220 Polysorbate 80 0. 1. Polyvinyl-pyrrolidone bridge construction thing 
4.6 Stearyl sodium fumarate 0.5 Sugars spherical object 22 Talc 8.3 triethyl 
citrate 8. 2 [0033] 

The multi-unit tablet of the omeprazole which has a detached core on a pellet in 
which a detached core contains HPC of A type or which B type character was 
prepared. Two sorts of HPC(s) satisfy all the standards of PhEur and USP. 
However, two sorts of HPC(s) differ about some of physical / chemical nature, for 
example, points becoming cloudy. 

It examined as the prepared tablet was indicated below. The tablet, i. e. , a 
pellet, was prepared from omeprazole magnesium of the same batch using the same 
enteric coating material. Discharge of omeprazole was examined about the 
preservation tablet after zero month and the preservation for six months. The 
quantity of the omeprazole emitted within 30 minutes in buffer solution was 
measured. 
[0034] 

Preliminary exposure of the tablet was carried out for 2 hours at 37 ** chloride. 
Discharge of the drugs in the buffer solution [ / in 30 minutes ] of pH 6,8 was 
measured with liquid chromatography after that. pH 6.8 buffer solution is the 
disodium hydrogen-phosphate buffer solution 0. 086M of the ratio of 7:3, and a 
mixture of the chloride 0. IM, and pH was. set to 6.75-6. 85. The chloride 0. IM 
dissolved 213 ml of concentrated hydrochloric acid in water, and prepared it by 
adding water to make 25000 ml. The disodium hydrogen-phosphate solution 0. 086M 
dissolved NagHPO^. 2H gO 382g in water, and prepared it by diluting to 25000 ml 

with water. 
[0035] 

The stability test was done about the tablet (20-mg concentration) with which the 



plastic bottle containing a drier was filled up (the tablet is not covered with 
tablet coating). 

A result is shown in drawing 3 a and drawing 3 b. When drawing 3 a uses A type 
HPC (i. e. , when the result of the standard contrast article was shown and drawing 
3 b uses B type HPC), the result of this invention is shown. 
[0036] 

Example 2: The batch (A type HPC use: six batches, B type: 2 batch) of the 
discharge pilot scale of omeprazole from the tablet which contains various HPC(s) 
as an ingredient of .'a detached core was manufactured, and the improving point 
observed between. the laboratory tests of Example 1 was checked. The result of a 
stability test is shown in drawing 1 . 

It became clear by comparison to have the releasing speed stability which the 
tablet containing B type HPC compared with A type, and has been improved. 

[0037] 

General composition component name formula (mg/dose ) omeprazole magnesium of an 
omeprazole tablet (20-mg concentration) 20.6 Reddish brown iron oxide 0.3 
Glyceryl monostearate 1. 4 Hydroxypropylcellulose 4. 8. 
Hydroxypropylmethylcellulose 15. magnesium stearate 0. 7 methacrylic- 
acid-copolymer C type . 27 microcrystalline cellulose 220 paraffin . 0.2 The 
polyethylene glycol 6000. 2.5 Polysorbate 80 0.1 Polyvinyl-pyrrolidone bridge 
construction thing 4. 6 Stearyl sodium fumarate 0,5 Sugars spherical object 22 
Talc 8.3 titanium dioxides 2.2 triethyl citrate 8. 2 A tablet HPMC, The process of 
tablet coating containing PEG6000 and paints was added, and it manufactured in 
the Example 1 as the statement. 
[0038] 

Example 3: Measurement of the point becoming cloudy The omeprazole tablet was 
manufactured by the laboratory scale in the Example 1 as the statement. 
Measurement of the HPC type point in Mettler equipments becoming cloudy was 
carried out as follows. The HPC type point becoming cloudy was measured in the 
phosphate buffer solution 0. 086M of the ratio of 7:3, and the mixture of the 
chloride 0. IM. The mixed solution used for measurement of the point becoming 
cloudy had pH of 6.75-6.85. The concentration of HPC in a mixed solution was 1.0% 
(w/w). For the singularity of measurement of the point becoming cloudy, it is 
indispensable to be used in the equipments in which this system was chosen. The 
equipments of Mettler consist of the following parts, i.e., Mettler FP90 central 
processing unit, a FP81C measuring device, and a ME-18572 boiling-point test 
tube. The heating rate was considered as a part for 1. 0 **/using 30. 0-50. 0 ** of 
temperature requirements. The point becoming cloudy is defined as a temperature 
from which light transmittance will be 96%. 
.A result is shown in drawing 2 . 
[Brief Description of the Drawings] 
[Drawing ll 

They are two graphs which show two different dosage forms based on HPC of two 
kinds of character which named it A type and B type. 
[Drawing 2l 

They are two graphs which show HPC of two kinds of character which named it A 
type and B type. [Drawing 3 a] 

They are the dosage forms containing A type HPC, i. e. , the graph which shows 
discharge of omeprazole from a standard contrast article. 
[Drawing 3 b] 

It is a graph which shows discharge of omeprazole from the dosage forms 



conraining d type riru, i.e., tne aosage lorms or xnis invenxion. 



[Translation done.] 



* NOTICES * 



JPO and INPIT are not responsible for any 
damages caused by the use of this translation. 

1. This document has been translated by computer. So the translation may not 
reflect the original precisely. 

2. **** shows the word which can not be translated. 

3. In the drawings, any words are not translated. 



CLAIMS 

[Claim(s)] 

[Claim l]It is the enteric coating oral medicinal preparation which contains a. 
compound chosen from a group of one alkali salt of an independent enantiomer of 
one and omeprazole of an independent enantiomer of alkali salt of omeprazole and 
omeprazole, and omeprazole as an active ingredient, Pharmaceutical preparation 
has the core material which contains an active ingredient as a mixture with an 
alkaline reaction nature compound by a case, And an active ingredient is a 
mixture with one or more excipients which can be permitted on medicine 
manufacture like a binding material, a bulking agent, and/or disintegrator, And 
on core material, a detached core and an enteric coating layer are,, and 
hydroxypropylcellulose (HPC) whose point determined as a temperature from which - 
light transmittance of a system will be 96% becoming cloudy is at least 38 ** is 
used as an ingredient of a detached core. The above-mentioned pharmaceutical 
preparation which measures a point becoming cloudy by dissolving HPC by 1. 0% 
(w/w) of concentration among the following methods, i.e., the disodium hydrogen- 
phosphate buffer solution 0. 086M of a ratio of 7:3 of pH 6.75-6.85 and mixed 
liquor of the chloride 0. IM. 

[Claim 2]The pharmaceutical preparation according to claim 1 in which HPC has at 
least 40 ** point becoming cloudy. 

[Claim 3]The pharmaceutical preparation • according to claim 1 in which HPC has at 
least 41 ** point becoming cloudy. 

[Claim 4]The pharmaceutical preparation according to claim 1 in which an enteric 
coating layer contains a methacrylic acid copolymer. 

[Claim 5]The pharmaceutical preparation according to claim 1 in which HPC has low 
viscosity. 

[Claim 6]The pharmaceutical preparation according to claim 1 whose active 
ingredient is omeprazole. 

[Claim 7] The pharmaceutical preparation according to claim 1 whose active 
ingredient is magnesium salt of omeprazole. 

[Claim 8]The pharmaceutical preparation according to claim 1 whose active 
ingredient is magnesium salt of (-) -enantiomer of omeprazole. 

[Claim 9]Alkali salt of omeprazole and omeprazole, A compound chosen from a group 
of one alkali' salt of an independent' enantiomer of one and omeprazole of an 
independent enantiomer of omeprazole is used as an active ingredient. It is use 
of hydroxypropylcellulose (HPC) which has the character in which a point that 
light transmittance of a system in preparation of enteric coating oral medicinal 
preparation to contain will be 96% becoming cloudy is at least 38 **, 
Pharmaceutical preparation has the core material which contains an active 



ingredient as a mixture with an alkaline reaction nature compound by a case, And 
an active ingredient is a mixture with one or more excipients which can be 
permitted on medicine manufacture like a binding material, a bulking agent, 
and/or disintegrator, And on core material, a detached core and an enteric 
coating layer are, and HPC which has. the point which a detached core defined [ 
above-mentioned ] becoming cloudy is contained. The above-mentioned use which 
measures a point becoming cloudy by dissolving HPC by 1. 0% (w/w) of concentration 
among the following- methods, i.e., the disodium hydrogen-phosphate buffer 
solution 0. 086M of a ratio of 7:3 of pH 6.75-6.85 and a mixed solution of the 
chloride 0. IM. 

[Claim lOjThe use according to claim. 9 in which HPC has low viscosity. 
[Claim 11] It is a manufacturing method of the enteric coating oral medicinal 
preparation according to claim 1, Mix an active substance with a binding material 
and it mixes with an alkaline reaction nature compound by a case, Laminate on 
seed, form core material, and coating lamination of the detached core is carried 
out on the core material, And after that, apply enteric coating and a detached 
core contains hydroxypropylcellulose (HPC) whose point that light transmittance 
of a system will be 96% becoming cloudy is at least 38 **, A described method 
which measures a point becoming cloudy by dissolving HPC by 1.0% (w/w) of 
concentration among the following methods, i. e. , the disodium hydrogen-phosphate 
buffer solution 0. 086M of a ratio of 7:3 of pH 6.75-6.85 and a mixed solution of 
the chloride 0. IM. 

[Claim 12]Use of the medicinal preparation according to any one of claims 1 to 8 
in medicinal manufacture for a therapy of a gastrointestinal disease. 
[Claim 13]A therapeutic method of the above-mentioned disease in the mammals 
which include Homo sapiens by medicating a. required host of a therapy of a 
gastrointestinal disease with the remedially effective dosage forms according to 
any one of claims 1 to 8, 



[Translation done. ] 



